Uveitis in a patient receiving rifabutin for Crohn's disease O Awotesu 1 T Missotten MD 2 M C Pitcher LMD FRCP 3 W A Lynn MD FRCP 4 S Lightman PhD FRCOphth 5 J R Soc Med 2004; 97:440-441 Some clinicians are now treating Crohn's disease with rifabutin and a macrolide antibiotic 1,2 because of evidence that Mycobacterium paratuberculosis contributes to the pathogenesis. In these circumstances, the development of uveitis may or may not be a rifabutin side-effect.
CASE HISTORY
A Somali woman aged 22 with Crohn's disease developed redness, ache and a hypopyon first in the left eye then in the right eye, three weeks after starting treatment with rifabutin 300 mg daily and clarithromycin 250 mg twice daily. Her Crohn's disease had been diagnosed 10 years previously and treated for some years in the Middle East. On arrival in the UK at age 18 she was experiencing diarrhoea from severe colonic ulceration with painful perineal involvement and rectovaginal fistulating disease. The fistulae were laid open and seton drainage was established. For the next 2 years she took azathioprine 2 mg/kg but the disease did not respond. A defunctioning loop ileostomy was then fashioned and she came to proctocolectomy the following year. Subsequently there was global clinical improvement but she was troubled by an offensive discharge from a non-healing perineal wound cavity, communicating with the posterior wall of the vagina, for which she needed to wear a pad. MRI scanning of the pelvis confirmed inflammation within the proctectomy bed extending into the presacral space. At the time rifabutin and clarithromycin were started, she had never experienced ocular symptoms.
On ophthalmic examination she had bilateral anterior uveitis but good vision. Topical steroids were prescribed and the systemic medication was stopped, whereupon the symptoms resolved completely. About a month later, two days after restarting rifabutin and clarithromycin at the same dose as before, she reported sudden onset of pain and blurred vision in the left eye. On examination her visual acuity was 6/5 right eye and 6/18 left eye. A hypopyon was obvious in the left eye ( Figure 1 ) and slit lamp examination showed numerous cells in the anterior chamber as well as in the vitreous. No retinal lesion was seen. Again the rifabutin and clarithromycin were stopped and the uveitis settled with topical steroids.
COMMENT
Patients with Crohn's disease can get uveitis as part of their disease process but hypopyon is unusual in these circumstances. Infection in any organ can also spread to the eye via the bloodstream and produce inflammation, often with a hypopyon, which takes many weeks to settle. In this patient, however, there are good reasons for thinking that the uveitis was drug-associated-namely, the onset soon after initiation of rifabutin and clarithromycin therapy, the rapid resolution when the treatment was stopped and the prompt recurrence when it was resumed.
Rifabutin-associated uveitis, which may be either unilateral or bilateral, typically presents as an anterior uveitis with a hypopyon. It can develop as early as two weeks and as late as nine months after the start of therapy and usually resolves within days when the drug is stopped and the eye is treated with topical steroids. 3, 4 The condition is well reported in patients whose M. avium complex infection is HIV-associated, but immunocompetent individuals have also been affected. 5 There seems to be a dose effect, with higher incidence and earlier onset with 600 mg than with 300 mg-cumulative risk at seven months 48% and 13%. With rifabutin withdrawal, uveitis lasted 4 days; with rifabutin continuation it persisted for nearly seven weeks. Low body weight increased the risk. 6 The mechanism of rifabutin-associated uveitis is unknown. Some workers have proposed a Jarisch-Herxheimer-like reaction due to release of toxins by lysed bacteria. Against this hypothesis is the fact that, in M. avium infection, uveitis develops long after sterilization has been achieved whereas Herxheimer reactions occur soon after the start of treatment. Also, uveitis is not a side-effect of other drugs (such as clarithromycin) active against this infection.
In the two published studies on Crohn's disease treated with rifabutin, 1,2 the incidence of uveitis was 4/46 and 1/7. Gastroenterologists and others using rifabutin for this purpose need to be aware of this side-effect and warn the patient. 2004;97:441-442 In a patient with a joint prosthesis, animal-related injuries present special hazards. Antimicrobial prophylaxis may be needed after a bite or scratch-but with what?
CASE HISTORY
A woman of 73 was admitted after two days of pyrexia and general malaise, some fourteen months after a routine knee arthroplasty. She also reported a flu-like illness and rigors 12 days previously. She was generally unwell, with a temperature of 37.78C and a painful, red, hot and swollen knee. She had a peripheral blood neutrophilia, and her C-reactive protein was raised at 4110 mg/L. With a provisional diagnosis of septic arthritis the knee joint was aspirated, and microscopy of the fluid revealed 410 5 polymorphs per mL but no organisms. Treated empirically with intravenous flucloxacillin, she underwent arthroscopic washout of the knee with 10 L warmed saline. The next day, despite clinical improvement, the knee remained swollen and painful. Blood cultures were sterile, but after 24 hours Pasteurella multocida was isolated from the joint fluid. She then remembered being scratched by her pet cat on the dorsum of the hand two weeks previously (Figure 1 ). The antibiotic therapy was changed to intravenous benzyl penicillin 1. 
